. In contrast, the response of 8 year old cartilage to the ALK1 ligand BMP9 (5 ng/ml) was not significantly different compared to 1 year old cartilage as measured by expression of the Smad1/5/8 response gene Id-1 (fig. 1C) .
Discussion:
The loss of Col2a1 and Tgfb1 expression are two characteristics of ageing cartilage, and confirm our system as valid to study age-related changes in cartilage. As no signs of OA on macroscopic level could be detected, changes in TGFβ-superfamily receptor expression occur independently of the OA process. The observed decrease in Alk5 expression results in loss of Smad2/3p signaling in response to TGFβ1, indicating that TGFβ1's cartilage protective function is lost with increasing age. We propose that this loss of response predisposes chondrocytes for the OA process. Significance: This study helps with unraveling the interlinked processes of ageing and OA development.
